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1The inflammatory autoimmune disease systemic lupus erythematosus (SLE) can involve the brain, including 
increasing stroke risk for reasons that remain incompletely 
understood.1
Cerebral small vessel disease (SVD) is an intrinsic disorder 
of the brain’s perforating arterioles.2 Imaging features range 
from asymptomatic white matter hyperintensities (WMH) and 
other brain imaging biomarkers3 of SVD such as an increase 
in number and size of visible perivascular spaces (PVS) to 
symptomatic lacunar stroke, which accounts for ≈25% of 
ischemic strokes. Symptoms also include cognitive impair-
ment and dementia, depression, and balance problems.2
In sporadic SVD, inflammation and cell infiltrates are seen 
in the perforating arteriolar walls, and microglial activation is 
seen in the perivascular tissue on pathology.4 The source of 
the inflammation is not known, whether intrinsic or triggered 
by systemic processes. However, consistent with an inflamma-
tory component, SVD-related PVS are associated with raised 
plasma markers of inflammation in healthy older subjects.5 
Also, C-reactive protein (CRP), a common plasma marker of 
inflammation, was associated with lacunar infarcts in a recent 
large (n=519) study, independent of age and vascular risk fac-
tors.6 Thus, factors that contribute to endothelial damage, such 
as immune complex formation and complement activation/
deposition, and occur in SLE might trigger cerebrovascular 
inflammation in SLE.
We hypothesized that one explanation for increased stroke 
risk in patients with SLE could be via the effects of systemic 
inflammation on cerebral small vessel integrity. Our aims 
were to measure and compare imaging biomarkers of SVD 
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in patients with SLE with sex- and age-matched healthy con-
trols and patients with minor including lacunar stroke and, 
in patients with SLE, compute a total burden of SVD score 
and determine associations with vascular risk factors, plasma 
biomarkers of inflammation, endothelial dysfunction, choles-
terol, cognition, and clinical measures of SLE disease activity 
and damage.
Methods
Subjects
This cross-sectional brain magnetic resonance imaging (MRI) 
study prospectively recruited patients with SLE—including mem-
bers of the Scottish Lupus Exchange Database (UK Clinical Trials 
ID 15489)—who attended a regional specialist clinic between April 
and December 2014. The clinic reviews all patients diagnosed with 
SLE in one health region from the point of diagnosis onward. We 
recruited as consecutively as possible, and SLE patients repre-
sented a wide range of SLE, being of varying disease durations 
and severities. All patients were seen by a consultant rheumatolo-
gist; clinics were run jointly with a neurologist and renal physi-
cian. SLE was diagnosed according to updated American College 
of Rheumatology 1997 criteria.7 The project received research 
ethics committee approval (South-East Scotland Research Ethics 
Committee 01, 14/SS/0003), and all participants gave written 
informed consent.
We obtained control data from healthy volunteers aged between 
25 and 65 years, recruited by poster campaign at the same health 
region. Volunteers were recruited if they were native English speak-
ers, were not on any long-term medication, had not been diagnosed 
with any chronic medical condition including diabetes mellitus or 
hypertension, had not undergone previous cranial surgery, and were 
able to undergo brain MRI. The study was approved by the Lothian 
Research Ethics Committee (05/S1104/45), and subjects gave writ-
ten informed consent.
We also compared SLE patients to patients with first-ever minor 
(National Institutes of Neurological Disorders and Stroke scale <7 or 
nondisabling) stroke including those of small vessel (lacunar) type, 
recruited from the same health region via the regional stroke ser-
vice. The study was approved by the South-East Scotland Research 
Ethics Committee 01 (09/S1101/54). A stroke specialist determined 
the ischemic stroke subtype (lacunar or minor cortical) using the 
Oxfordshire Community Stroke Project8 clinical classification and 
confirmed by MRI.
Patients with SLE and both control groups were scanned with 
similar sequences on the same magnetic resonance scanner (details 
below) that underwent regular maintenance including daily quality 
assurance.
Vascular Risk Factors—SLE Patients
Medical histories including cardiovascular risk factors such as smok-
ing status, cerebrovascular events, hypertension, and diabetes melli-
tus were recorded. Height and weight were measured, and body mass 
index calculated. We measured blood pressure 3 times (before the 
MRI scan, after the scan, and at the end of the study visit) and noted 
antihypertensive medication. We dichotomized patients as hyperten-
sive or not and also classified them with the British Hypertension 
Society 6-point scale, from optimal to severe.9
SLE Activity and Damage Scores
SLE disease activity was assessed by an experienced rheumatol-
ogy nurse specializing in SLE, who interviewed each patient and 
had access to all medical data and blood results using the Systemic 
Lupus Erythematosus Disease Activity Index 2000 (SLEDAI-2K)10 
and British Isles Lupus Assessment Group 2004 (BILAG)11 tools. 
Accumulated permanent damage was assessed with the Systemic 
Lupus International Collaborating Clinics (SLICC)12 tool.
Fatigue
Fatigue was assessed using the Fatigue Severity Scale13 with higher 
scores indicating more severe fatigue. The mean (SD) from normal 
healthy adults in the standardization sample was 2.3 (0.7).13
Cognitive and Psychiatric Assessments
We used Hospital Anxiety and Depression Scale,14 Montreal 
Cognitive Assessment,15 Addenbrooke’s Cognitive Examinations–
Revised,16 and Mini Mental State Examination17 to assess anxiety, 
depression, and cognitive function. The tests were administered by 
the study team, not to screen for neurolupus. However, before recruit-
ment, all SLE patients were seen at the SLE clinic that monitors for 
cerebral involvement in collaboration with neurology, and the 4 of 
51 with neuropsychiatric systemic lupus erythematosus (NPSLE) 
were diagnosed by a consultant neurologist with a special interest in 
neurolupus.
Magnetic Resonance Imaging
All patients and controls underwent neuroimaging at 1.5T (Signa 
HDx; GE, Milwaukee, WI). The following were acquired: axial T2, 
gradient-recalled echo, fluid-attenuated inversion recovery, sagittal 
T2, high-resolution coronal 3-dimensional T1 volume, and whole 
brain diffusion tensor MRI (please see Table I in the online-only Data 
Supplement for scan parameters). The diffusion tensor MRI scans 
were used to assess white matter microstructural integrity by measur-
ing mean diffusivity and fractional anisotropy.
Image Review and Visual Rating
All MRI scans were reviewed by a consultant neuroradiologist blind 
to all other data. Imaging features of SVD were defined per STRIVE 
guidelines.3 Deep and periventricular WMHs were coded 0 to 3 using 
the Fazekas18 scale and summed to give a total WMH score (0–6) per 
subject. Visible (enlarged) PVS are round (<3 mm) or linear depend-
ing on the orientation of the scan plane to the vessel19 and their inten-
sity is that of cerebrospinal fluid on T2-weighted MRI. They were 
assessed in the basal ganglia and centrum semiovale and scored as 
0 (none), 1 (1–10 PVS), 2 (11–20 PVS), 3 (21–40 PVS), and 4 (>40 
PVS) using a validated scale.19,20 Lacunes21 were defined as deep 
infarcts, distinguished from PVS because of their larger size (3–20 
mm), and their presence, including location in the brain, was noted 
and burden assessed by total count. We used the gradient-recalled 
echo scans and the simplified Brain Observer Microbleeds Scale22 
to count microbleeds. Cerebral atrophy was defined as enlargement 
of the ventricles (deep atrophy) and enlargement of the sulci (super-
ficial atrophy) and scored accordingly by classifying each participant 
on a validated 6-point scale23 against a template of normal reference 
brains. Three analysts did the rating; inter-rater agreement (κ) was 
0.66 to 1.0.
Total SVD Score
A total SVD score (range 0–4)24,25 was calculated from individual 
imaging features by awarding points as follows: 1 for any lacunes, 1 
for any microbleeds, 1 for moderate-to-severe PVS in the basal gan-
glia (grade 2–4), and 1 for WMHs (deep tissue: Fazekas score 2 or 
3 and/or periventricular: Fazekas score 3). The total SVD score cor-
related with both WMH volume (see below) (r=0.61; P<0.0001) and 
summed total Fazekas score (r=0.65; P<0.0001).
Volumetric Imaging Measures
Intracranial volume (ICV), cerebrospinal fluid, and brain tissue vol-
ume (BTV) were measured using Analyze 7.5 (http://analyzedirect.
com). The methods have been validated extensively.21 The BTV:ICV 
ratio was also used as a volumetric measure of atrophy; lower values 
reflecting lower brain tissue volume. The BTV:ICV ratio correlated 
with the atrophy scores (deep r=−0.72; P<0.0001 and superficial 
r=−0.74; P<0.0001). A volumetric measure of WMH (in mL) was 
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calculated using validated in-house software (MCMXXXVI, available 
from http://sourceforge.net/projects/bric1936/?source=directory), as 
described previously.26 The effect of head size was corrected for by 
dividing WMH volume by ICV. The WMH volume correlated with 
the total Fazekas score (r=0.83; P<0.0001).
Plasma Biomarkers
Participants had blood drawn on the day of MRI scanning to assess 
levels of the cytokine interleukin-6, endothelial dysfunction (von 
Willebrand Factor antigen and 2 measures of von Willebrand Factor 
activity: factor VIIIc and ristocetin cofactor), endothelial toxicity 
(homocysteine), cholesterol (total, high-density lipoprotein [HDL], 
and low-density lipoprotein), and antiphospholipid antibodies (anti-
cardiolipin IgG and IgM). Blood samples were analyzed in a fully 
accredited, major NHS laboratory (http://www.edinburghlabmed.
co.uk) that handles thousands of samples per day. Patients also had 
blood tests at recent clinic visits including that for SLE disease activ-
ity (C3, C4, and anti–double- stranded DNA) and for routine inflam-
matory markers (CRP and erythrocyte sedimentation rate [ESR]).
Statistical Analysis
We tested the association between total SVD score and the Fazekas 
score and, separately, the WMH volume. We compared age and sex 
pairwise (SLE to healthy controls; SLE to stroke) by Student t test and 
χ2 test, respectively. The individual features of SVD were compared 
for differences across the 3 subject groups by the Kruskal–Wallis test 
(the nonparametric equivalent of ANOVA); a post-test multiple com-
parisons test was used to identify the source of the difference.
We used ordinal logistic regression to test for associations between 
the total SVD score (range 0–4) and vascular risk factors (age, body 
mass index, cholesterol, and hypertension but not diabetes mellitus 
because no SLE patients had diabetes mellitus); plasma biomarkers 
of inflammation (interleukin-6, ESR, and CRP); endothelial dysfunc-
tion (von Willebrand Factor) and toxicity (homocysteine); rheumatol-
ogy scores (SLEDAI, BILAG, and SLICC); SLE disease duration; 
plasma markers of SLE activity (C3, C4, and anti–double-stranded 
DNA); antiphospholipid antibodies; and brain atrophy. Results are 
presented as odds ratios (ORs) with 95% confidence intervals (95% 
CIs). For transparency, we report all results regardless of the P value 
because this aids interpretation of the entire study, and we did not 
adjust the P values for multiple comparisons.27 A P value of <0.05 
was considered significant. All analyses were performed in R, version 
3.0.1 (http://www.r-project.org/).28
Results
Subjects
Of 55 consecutive patients with SLE, 51 (mean age: 48.8 
years; SD: 14.3 years) agreed to participate, including 47 
women (92%), and were compared with 51 healthy con-
trols (39 women [76%; P=0.06)) and 51 stroke patients (47 
women; P=0.99). Of the 4 SLE patients who did not partici-
pate, 2 had previous MRI claustrophobia and 2 did not give a 
reason. Clinical data are given in Table 1 and blood results in 
Table II in the online-only Data Supplement. Healthy controls 
were of similar age (mean age: 44.9 years; SD: 11.1 years; 
P=0.12), whereas the stroke patients were on-average 6 years 
older (mean age: 55.3 years; SD: 8.9 years; P=0.008) than 
the SLE patients. Four SLE patients had NPSLE (monitored 
by neurology, but none were being treated for active cen-
tral nervous system disease), 6 were current smokers, 9 had 
hypertension, none had diabetes mellitus, and 1 had a previous 
ischemic stroke. Eighteen were prescribed steroids at the time 
of assessment. There were significantly more smokers and 
hypertensives in the stroke group. The inflammatory markers 
ESR and CRP were raised in 22 out of 49 (45%) and 17 out of 
45 (38%) of SLE patients versus these tests’ normal reference 
ranges. Homocysteine was raised in 37 out of 45 (82%) SLE 
patients.
WMH, PVS, Lacunes, and Microbleeds in SLE
Periventricular and deep WMHs were seen in 49 out of 51 
(96%) and 36 out of 51 (70%) SLE patients, respectively. All 
SLE patients had visible PVS. Lacunes were seen in 5 (10%) 
and microbleeds in 2 (4%) SLE patients.
SVD Imaging Biomarkers Versus Healthy 
Controls and Stroke Patients
Compared with healthy controls, SLE patients had a greater 
total SVD score (Table 2) sustained across each 10-year age 
band (Figure), including more deep but not periventricular 
WMHs. Compared with stroke patients, the SLE patients also 
had a higher total SVD score, mostly because of having more 
PVS. SLE patients had more superficial, but not deep, atrophy 
versus healthy controls. There was no difference in either deep 
or superficial atrophy score between SLE and stroke patients.
Table 1. Subject Characteristics
SLE Stroke
P Value
n (%) or Mean 
(SD) or Median 
(Q1–Q3)
n (%) or Mean 
(SD) or Median 
(Q1–Q3)
n 51 51  
Female patients, n 47 (92%) 47 (92%) 0.99
Age, y 48.8 (14.3) 55.3 (8.9) 0.008
Disease duration, mo 50 (24–148) NA NA
Members of SLEx registry 31 (61%) NA NA
NPSLE 4 (8%) NA NA
BMI, kg/m2 29 (6.5) NA NA
Current smoker 6 (12%) 28 (54.9%) <0.0001
Hypertension 9 (18%) 32 (62.7%) <0.0001
Diabetes mellitus None 2 (3.9%) NA
Medical history of stroke 1 (1.9%) 51 NA
Current steroids 18 (35%) NA NA
Fatigue (score) 5.0 (1.7) NA NA
MMSE (score, max 30) 28 (27–30) NA NA
MoCA (score, max 30) 26 (24–28) NA NA
ACER (score, max 100) 91 (87–94) NA NA
SLICC (score) 0 (0–1) NA NA
SLEDAI-2K (score) 2 (0–4) NA NA
BILAG (score) 2 (1–9) NA NA
ACER indicates Addenbrooke’s Cognitive Examination–Revised; BILAG, 
British Isles Lupus Assessment Group; BMI, body mass index; MMSE, Mini 
Mental State Examination; MoCA, Montreal Cognitive Assessment; NA, not 
applicable; NPSLE, neuropsychiatric SLE; SLE, systemic lupus erythematosus; 
SLEDAI-2K, Systemic Lupus Erythematosus Disease Activity Index; SLEx, 
Scottish Lupus Exchange Registry; and SLICC, Systemic Lupus International 
Collaborating Clinics.
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Association Between Total SVD 
Score and Other Variables
In SLE, the SVD score was associated in univariate analyses 
with age (OR, 1.05; 95% CI, 1.01–1.09), hypertension (OR, 
1.82; 95% CI, 1.13–2.93), higher levels of mean diffusivity 
(OR, 2.58; 95% CI, 1.32–5.06), and lower levels of fractional 
anisotropy (OR, 0.42; 95% CI, 0.22–0.80). The association 
with hypertension did not remain after adjusting for age (Table 
III in the online-only Data Supplement). Higher SVD burden 
was inversely associated with fatigue but not when adjusted 
for age. The total SVD score was not associated with SLE 
activity (by SLE activity scoring tools or blood markers of 
activity), accumulated damage (SLICC), SLE disease dura-
tion, inflammatory markers, or cognitive variables. More PVS 
in the centrum semiovale were associated with higher levels 
of HDL cholesterol (OR, 14.88; CI, 2.76–80.09; Table IV in 
the online-only Data Supplement), which remained significant 
after adjusting for age and body mass index (OR, 16.99; CI, 
2.98–96.66). No other individual SVD feature showed signifi-
cant associations with other variables (vascular risk factors, 
SLE activity, or blood markers).
Neuropsychiatric Systemic Lupus Erythematosus
Patients diagnosed with NPSLE (n=4) had more deep WMH 
compared with SLE (P=0.04; Table V in the online-only Data 
Supplement), but data were limited.
Discussion
We show that patients with SLE have more SVD neuroim-
aging markers, notably PVS and deep WMH, than sex- and 
age-matched healthy controls and more PVS than patients 
with minor stroke patients from the same health region. 
Deep WMH were worse in 4 patients with NPSLE, but the 
number of patients with NPSLE in our study was small that 
limits generalizability. Our patients were not selected on the 
basis of neurological involvement, and only 4 out of 51 were 
diagnosed with NPSLE. Despite the stroke patients being 
slightly older, with far more smokers and hypertensives, the 
SLE patients had more PVS and an equal burden of WMH. 
The higher burden of PVS in SLE patients, in the absence of 
vascular risk factors, is consistent with the known associa-
tion between PVS and plasma markers of inflammation in 
patients with SVD and suggests that inflammation may be 
associated with subclinical microvascular brain damage in 
SLE patients. However, although the present study design 
demonstrates an association between SVD imaging features 
and a systemic inflammatory disease, it cannot identify the 
nature of the inflammation, whether local or vascular/sys-
temic. The study was exploratory, and a larger study, with 
more power to detect differences between groups while also 
accounting for traditional risk factors, is warranted. The 
Table 2. Imaging Biomarkers of SVD in SLE Patients, Healthy Controls, and Stroke Patients
Group Kruskal–Wallis Pairwise Post-Test P Value
SLE (n=51) Stroke (n=51) Controls (n=51) Group P Value SLE–Stroke SLE–Controls Stroke–Controls
Lacunes 0 (0–0) 0 (0–0) 0 (0–0) 0.02   0.01
Microbleeds 0 (0–0) 0 (0–0) 0 (0–0) 0.15    
PVS BG (score 0–4) 2 (2–3) 1 (1–1) 1 (1–1) <0.0001 <0.0001 <0.0001  
PVS CS (score 0–4) 3 (3–4) 1 (1–2) 1 (1–1) <0.0001 <0.0001 <0.0001 0.001
WMH periventricular (score 0–3) 1 (1–1) 1 (1–1) 1 (1–1) 0.48    
WMH deep (score 0–3) 1 (0–1) 1 (0.5–1) 0 (0–1) <0.0001  0.01 0.0007
WMH (total Fazekas score 0–6) 2 (1–2) 2 (1–2.5) 1 (1–2) 0.02  0.05 0.03
Total SVD score (score 0–4) 1 (1–1) 0 (0–1) 0 (0–0) <0.0001 0.02 <0.0001 0.0006
Deep atrophy (score 1–6) 1 (1–2) 1 (1–1) 1 (1–2) 0.14    
Superficial atrophy (score 1–6) 1 (1–2) 1 (1–1) 1 (1–1) 0.006  0.004  
Values are medians (Q1–Q3). The P value compares the individual SVD features across the 3 groups by Kruskal–Wallis test. Post-test comparisons identifies where 
differences exists. Blank cells indicate nonsignificant P values. BG indicates basal ganglia; CS, centrum semiovale; PVS, perivascualr spaces; SLE, systemic lupus 
erythematosus; SVD, small vessel disease; and WMH, white matter hyperintensities.
Figure. Total small vessel disease (SVD) score by age distribu-
tion in systemic lupus erythematosus (SLE), stroke, and healthy 
controls.
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higher burden of SVD also provides a possible explana-
tion for increased stroke risk; a hypothesis that should be 
investigated.
A limitation of the current cross-sectional study design is 
that it cannot ascertain a temporal relationship for the SVD 
markers within the SLE group. A longitudinal study, ide-
ally from initial presentation with SLE, would be required to 
determine the pattern of SVD development in relation to SLE 
activity and duration.
Several cross-sectional studies (reviewed in Wiseman et 
al1), including ≈1200 SLE patients, reported features of SVD, 
such as WMHs and atrophy, but many of these studies focused 
on NPSLE patients, few compared SLE to healthy controls, 
none compared SLE to minor stroke patients, which allows for 
comparison with clinically overt SVD, and none included the 
range of SVD features assessed here with validated scoring 
tools. Longitudinally, a 20-year MRI follow-up study showed 
increased number and volume of WMHs and brain volume 
loss in most of 30 SLE patients studied, but may have reflected 
mainly ageing effects.29 In a shorter follow-up study of 75 
SLE patients, predictors of new or increased WMH included 
antiphospholipid antibodies, SLE damage scores, and higher 
dose of corticosteroids (possibly a marker of higher disease 
activity), and there was more gray and white matter volume 
loss versus controls.30,31
PVS on neuroimaging are associated with inflammatory 
activity.32 PVS were associated with the inflammatory marker 
CRP in a large cohort (n=634) of community-dwelling older 
people (ß=0.12; P=0.048).5 In our study, the total SVD score 
and PVS were not associated with any blood measure of 
inflammation (ESR, CRP, interleukin-6) or with clinical SLE 
disease activity or disease burden score, but this may reflect 
the small sample. However, we note that ≈40% of patients 
had raised ESR and CRP. Moreover, our cross-sectional study 
design did not permit us to associate inflammatory flares over 
time with the evolution, or not, of PVS or WMH. We did not 
select patients on the basis of SLE activity and cannot exclude 
the possibility that blood markers of inflammation (eg, cap-
tured during a flare-up) will associate with PVS in a larger 
or longitudinal study. Chung et al33 also found no associa-
tion between systemic inflammation (measured using a novel 
marker, GlycA) and SLE activity, despite the presence of sys-
temic inflammation.
Perivascular inflammation of the small cerebral vessels 
is a prominent finding in SLE34 at autopsy and in sporadic 
SVD.4 Some studies have noted PVS35,36 on brain imaging in 
SLE patients (n=122), but data are limited, and none com-
pared the total load with a non-SLE comparator group. In 
a recent, but smaller (n=11), postmortem study of vascular 
changes in SLE, one third of subjects had microthrombo-
emboli, glial hyperplasia, neuronal loss, microaneurysms, 
lacunar infarcts and microbleeds, which correlated with 
neuroimaging, including recent subcortical infarcts, lacu-
nes, WMHs, and atrophy; stroke and cognitive impairment 
were more frequent findings among these patients compared 
with the SLE patients who did not have histological evi-
dence of SVD.37
We note an association between higher levels of HDL 
cholesterol and more PVS in the centrum semiovale, which 
remained significant after adjusting for age and body mass 
index. High HDL cholesterol is traditionally considered 
protective against cardiovascular diseases including isch-
emic stroke, but a recent meta-analysis showed that drugs 
designed to boost HDL did not improve cardiovascular 
outcomes.38 Additionally, a gene variation in some people 
impairs HDL uptake, making them susceptible to cardio-
vascular disease despite high HDL.39 In a cohort study40 of 
210 SLE patients followed for 29 months, functional HDL (a 
novel marker of inflammation) was associated with carotid 
plaques (OR, 9.1; 95% CI, 3.3–24.6). Meanwhile, higher 
HDL is associated with increased risk of hemorrhagic stroke 
in the general population (relative risk, 1.17; 95% CI, 1.02–
1.35; 7960 strokes, 1.4 million participants).41 The reason 
why cholesterol might relate to PVS in SLE is unknown and 
could be spurious given our study’s lack of power, but HDL 
can become dysfunctional resulting in inflammation42,43 and 
endothelial dysfunction.44
Our analysis provides support for the concept of a total 
SVD score24,25 as a simple surrogate marker for total brain 
damage because of SVD. The association of deep and super-
ficial atrophy on univariate analysis, but not in adjusted 
analyses, is in agreement with Staals et al24 and suggests that 
atrophy should remain complementary, but not core, in the 
SVD score as atrophy coassociates with age. Our volume 
measure of atrophy (the BTV:ICV ratio) was also associated 
with total SVD burden. Hypertension (dichotomized [data 
not shown] and on a 6-point scale) was also associated with 
the total SVD score, but unlike Staals et al,24 smoking (cur-
rent or ever) was not, although our study was underpowered 
and only 12% of our patients smoked compared with one 
third of theirs.
We did not collect concomitant renal pathology data. Other 
limitations include a potential source of bias as the healthy 
controls were recruited from the community by advertising 
and required to be without known vascular risk factors such as 
hypertension or diabetes mellitus. We may, thus, have influ-
enced the associations of SVD burden in the stroke and SLE 
patients, although few of the SLE patients had hypertension 
or diabetes mellitus. We tried to avoid selection bias in the 
SLE group by recruiting consecutively and hence included 
SLE patients with a range of disease durations and severities. 
A much larger study, sufficiently powered, is now justified to 
assess the influence of traditional vascular risk factors and the 
effects of treatments on SVD burden in SLE. Additionally, 
larger longitudinal studies are needed to fully appreciate the 
significance of SVD in SLE, for example, to elucidate the 
contribution of SLE activity, diet and lifestyle, SLE treat-
ments, or some other variable in causing accelerated brain 
damage in these patients.
Sources of Funding
This study was funded by Lupus UK. Data relating to the stroke 
patients was funded by the Wellcome Trust (WT088134/Z/09/A). Data 
relating to the controls was funded by the NIH (R01 EB004155-03).
Disclosures
None.
 by guest on O
ctober 7, 2016
http://stroke.ahajournals.org/
D
ow
nloaded from
 
6  Stroke  November 2016
References
 1. Wiseman SJ, Ralston SH, Wardlaw JM. Cerebrovascular disease in 
rheumatic diseases: a systematic review and meta-analysis. Stroke. 
2016;47:943–950. doi: 10.1161/STROKEAHA.115.012052.
 2. Wardlaw JM, Smith C, Dichgans M. Mechanisms of sporadic cere-
bral small vessel disease: insights from neuroimaging. Lancet Neurol. 
2013;12:483–497. doi: 10.1016/S1474-4422(13)70060-7.
 3. Wardlaw JM, Smith EE, Biessels GJ, Cordonnier C, Fazekas F, Frayne 
R, et al; Standards for Reporting Vascular Changes on Neuroimaging 
(STRIVE v1). Neuroimaging standards for research into small vessel 
disease and its contribution to ageing and neurodegeneration. Lancet 
Neurol. 2013;12:822–838. doi: 10.1016/S1474-4422(13)70124-8.
 4. Bailey EL, Smith C, Sudlow CL, Wardlaw JM. Pathology of lacunar isch-
emic stroke in humans–a systematic review. Brain Pathol. 2012;22:583–
591. doi: 10.1111/j.1750-3639.2012.00575.x.
 5. Aribisala BS, Wiseman S, Morris Z, Valdés-Hernández MC, Royle NA, 
Maniega SM, et al. Circulating inflammatory markers are associated 
with magnetic resonance imaging-visible perivascular spaces but not 
directly with white matter hyperintensities. Stroke. 2014;45:605–607. 
doi: 10.1161/STROKEAHA.113.004059.
 6. Mitaki S, Nagai A, Oguro H, Yamaguchi S. C-reactive protein levels are 
associated with cerebral small vessel-related lesions. Acta Neurol Scand. 
2016;133:68–74. doi: 10.1111/ane.12440.
 7. Hochberg MC. Updating the American College of Rheumatology 
revised criteria for the classification of systemic lupus erythematosus. 
Arthritis Rheum. 1997;40:1725. doi: 10.1002/1529-0131(199709)40: 
9<1725::AID-ART29>3.0.CO;2-Y.
 8. Bamford J, Sandercock P, Dennis M, Burn J, Warlow C. Classification 
and natural history of clinically identifiable subtypes of cerebral infarc-
tion. Lancet. 1991;337:1521–1526.
 9. Williams B, Poulter NR, Brown MJ, Davis M, McInnes GT, Potter JF, et 
al; BHS guidelines working party, for the British Hypertension Society. 
British Hypertension Society guidelines for hypertension management 
2004 (BHS-IV): summary. BMJ. 2004;328:634–640. doi: 10.1136/
bmj.328.7440.634.
 10. Gladman DD, Ibañez D, Urowitz MB. Systemic Lupus Erythematosus 
Disease Activity Index 2000. J Rheumatol. 2002;29:288–291.
 11. Isenberg DA, Rahman A, Allen E, Farewell V, Akil M, Bruce IN, et al. 
BILAG 2004. Development and initial validation of an updated version 
of the British Isles Lupus Assessment Group’s disease activity index for 
patients with systemic lupus erythematosus. Rheumatology (Oxford). 
2005;44:902–906. doi: 10.1093/rheumatology/keh624.
 12. Gladman DD, Goldsmith CH, Urowitz MB, Bacon P, Fortin P, Ginzler 
E, et al. The Systemic Lupus International Collaborating Clinics/
American College of Rheumatology (SLICC/ACR) Damage Index for 
systemic lupus erythematosus international comparison. J Rheumatol. 
2000;27:373–376.
 13. Krupp LB, LaRocca NG, Muir-Nash J, Steinberg AD. The fatigue sever-
ity scale. Application to patients with multiple sclerosis and systemic 
lupus erythematosus. Arch Neurol. 1989;46:1121–1123.
 14. Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta 
Psychiatr Scand. 1983;67:361–370.
 15. Nasreddine ZS, Phillips NA, Bédirian V, Charbonneau S, Whitehead 
V, Collin I, et al. The Montreal Cognitive Assessment, MoCA: a 
brief screening tool for mild cognitive impairment. J Am Geriatr Soc. 
2005;53:695–699. doi: 10.1111/j.1532-5415.2005.53221.x.
 16. Hsieh S, Schubert S, Hoon C, Mioshi E, Hodges JR. Validation of the 
Addenbrooke’s Cognitive Examination III in frontotemporal dementia 
and Alzheimer’s disease. Dement Geriatr Cogn Disord. 2013;36:242–
250. doi: 10.1159/000351671.
 17. Folstein MF, Folstein SE, McHugh PR. “Mini-mental state”. A practi-
cal method for grading the cognitive state of patients for the clinician. J 
Psychiatr Res. 1975;12:189–198.
 18. Fazekas F, Chawluk JB, Alavi A, Hurtig HI, Zimmerman RA. MR 
signal abnormalities at 1.5 T in Alzheimer’s dementia and normal 
aging. AJR Am J Roentgenol. 1987;149:351–356. doi: 10.2214/ajr. 
149.2.351.
 19. Potter GM, Chappell FM, Morris Z, Wardlaw JM. Cerebral perivas-
cular spaces visible on magnetic resonance imaging: development of 
a qualitative rating scale and its observer reliability. Cerebrovasc Dis. 
2015;39:224–231. doi: 10.1159/000375153.
 20. Potter G, Morris Z, Wardlaw J. Enlarged perivascular spaces (EPVS): a 
visual rating scale and user guide. http://www.sbirc.ed.ac.uk/documents/
epvs-rating-scale-user-guide.pdf. Accessed July 14, 2015.
 21. Valdés Hernández MdC, Armitage PA, Thrippleton MJ, Chappell 
F, Sandeman E, Muñoz Maniega S, et al. Rationale, design and 
methodology of the image analysis protocol for studies of patients 
with cerebral small vessel disease and mild stroke. Brain Behav. 
2015;5:e00415. doi: 10.1002/brb3.415.
 22. Cordonnier C, Potter GM, Jackson CA, Doubal F, Keir S, Sudlow CL, 
et al. Improving interrater agreement about brain microbleeds: devel-
opment of the Brain Observer MicroBleed Scale (BOMBS). Stroke. 
2009;40:94–99. doi: 10.1161/STROKEAHA.108.526996.
 23. Farrell C, Chappell F, Armitage PA, Keston P, Maclullich A, Shenkin S, 
et al. Development and initial testing of normal reference MR images for 
the brain at ages 65-70 and 75-80 years. Eur Radiol. 2009;19:177–183. 
doi: 10.1007/s00330-008-1119-2.
 24. Staals J, Makin SD, Doubal FN, Dennis MS, Wardlaw JM. Stroke 
subtype, vascular risk factors, and total MRI brain small-vessel dis-
ease burden. Neurology. 2014;83:1228–1234. doi: 10.1212/WNL. 
0000000000000837.
 25. Klarenbeek P, van Oostenbrugge RJ, Rouhl RP, Knottnerus IL, Staals 
J. Ambulatory blood pressure in patients with lacunar stroke: asso-
ciation with total MRI burden of cerebral small vessel disease. Stroke. 
2013;44:2995–2999. doi: 10.1161/STROKEAHA.113.002545.
 26. Valdés Hernández MdC, Ferguson KJ, Chappell FM, Wardlaw JM. New 
multispectral MRI data fusion technique for white matter lesion segmen-
tation: method and comparison with thresholding in FLAIR images. Eur 
Radiol. 2010;20:1684–1691. doi: 10.1007/s00330-010-1718-6.
 27. Perneger TV. What’s wrong with Bonferroni adjustments. BMJ. 1998; 
316:1236–1238.
 28. R Core Team. R: A Language and Environment for Statistical Computing. 
Vienna, Austria: R Foundation for Statistical Computing; 2013.
 29. Piga M, Peltz MT, Montaldo C, Perra D, Sanna G, Cauli A, et al. Twenty-
year brain magnetic resonance imaging follow-up study in systemic 
lupus erythematosus: factors associated with accrual of damage and 
central nervous system involvement. Autoimmun Rev. 2015;14:510–516. 
doi: 10.1016/j.autrev.2015.01.010.
 30. Appenzeller S, Vasconcelos Faria A, Li LM, Costallat LT, Cendes 
F. Quantitative magnetic resonance imaging analyses and clinical 
significance of hyperintense white matter lesions in systemic lupus 
erythematosus patients. Ann Neurol. 2008;64:635–643. doi: 10.1002/
ana.21483.
 31. Appenzeller S, Bonilha L, Rio PA, Min Li L, Costallat LT, Cendes F. 
Longitudinal analysis of gray and white matter loss in patients with 
systemic lupus erythematosus. Neuroimage. 2007;34:694–701. doi: 
10.1016/j.neuroimage.2006.09.029.
 32. Wuerfel J, Haertle M, Waiczies H, Tysiak E, Bechmann I, Wernecke 
KD, et al. Perivascular spaces–MRI marker of inflammatory activ-
ity in the brain? Brain. 2008;131(pt 9):2332–2340. doi: 10.1093/ 
brain/awn171.
 33. Chung CP, Ormseth MJ, Connelly MA, Oeser A, Solus JF, Otvos JD, et al. 
GlycA, a novel marker of inflammation, is elevated in systemic lupus ery-
thematosus. Lupus. 2016;25:296–300. doi: 10.1177/0961203315617842.
 34. Ellis SG, Verity MA. Central nervous system involvement in systemic 
lupus erythematosus: a review of neuropathologic findings in 57 cases, 
1955–1977. Semin Arthritis Rheum. 1979;8:212–221.
 35. Valdés-Ferrer SI, Vega F, Cantú-Brito C, Ceballos-Ceballos J, Estañol 
B, García-Ramos G, et al. Cerebral changes in SLE with or without 
antiphospholipid syndrome. A case-control MRI study. J Neuroimaging. 
2008;18:62–65. doi: 10.1111/j.1552-6569.2007.00183.x.
 36. Stimmler MM, Coletti PM, Quismorio FP Jr. Magnetic resonance imag-
ing of the brain in neuropsychiatric systemic lupus erythematosus. Semin 
Arthritis Rheum. 1993;22:335–349.
 37. Mikdashi JA, Mehta RI, Castellani RJ. Cerebral small vessel disease 
in systemic lupus erythematosus: histopathological study [Abstract 
No. 2655]. 2014 ACR/ARHP Annual Meeting. http://acrabstracts.org/
abstract/cerebral-small-vessel-disease-in-systemic-lupus-erythemato-
sus-histopathological-study/. Accessed July 14, 2015.
 38. Keene D, Price C, Shun-Shin MJ, Francis DP. Effect on cardiovascular 
risk of high density lipoprotein targeted drug treatments niacin, fibrates, 
and CETP inhibitors: meta-analysis of randomised controlled trials 
including 117,411 patients. BMJ. 2014;349:g4379.
 39. Zanoni P, Khetarpal SA, Larach DB, Hancock-Cerutti WF, Millar JS, 
Cuchel M, et al; CHD Exome+ Consortium; CARDIoGRAM Exome 
Consortium; Global Lipids Genetics Consortium. Rare variant in scav-
enger receptor BI raises HDL cholesterol and increases risk of coronary 
heart disease. Science. 2016;351:1166–1171. doi: 10.1126/science.
aad3517.
 by guest on O
ctober 7, 2016
http://stroke.ahajournals.org/
D
ow
nloaded from
 
Wiseman et al  Small Vessel Disease in Lupus   7
 40. McMahon M, Skaggs BJ, Grossman JM, Sahakian L, Fitzgerald J, Wong 
WK, et al. A panel of biomarkers is associated with increased risk of 
the presence and progression of atherosclerosis in women with sys-
temic lupus erythematosus. Arthritis Rheumatol. 2014;66:130–139. doi: 
10.1002/art.38204.
 41. Wang X, Dong Y, Qi X, Huang C, Hou L. Cholesterol levels and risk 
of hemorrhagic stroke: a systematic review and meta-analysis. Stroke. 
2013;44:1833–1839. doi: 10.1161/STROKEAHA.113.001326.
 42. Navab M, Berliner JA, Watson AD, Hama SY, Territo MC, Lusis AJ, et 
al. The Yin and Yang of oxidation in the development of the fatty streak. 
A review based on the 1994 George Lyman Duff Memorial Lecture. 
Arterioscler Thromb Vasc Biol. 1996;16:831–842.
 43. Navab M, Hama SY, Hough GP, Subbanagounder G, Reddy ST, 
Fogelman AM. A cell-free assay for detecting HDL that is dysfunctional 
in preventing the formation of or inactivating oxidized phospholipids. J 
Lipid Res. 2001;42:1308–1317.
 44. Vazquez E, Sethi AA, Freeman L, Zalos G, Chaudhry H, Haser E, et 
al. High-density lipoprotein cholesterol efflux, nitration of apolipo-
protein A-I, and endothelial function in obese women. Am J Cardiol. 
2012;109:527–532. doi: 10.1016/j.amjcard.2011.10.008.
 by guest on O
ctober 7, 2016
http://stroke.ahajournals.org/
D
ow
nloaded from
 
Ralston and Joanna M. Wardlaw
Elaine Sandeman, David Hunt, E. Nicole Amft, Susan Thomson, Jill F.F. Belch, Stuart H. 
Stewart J. Wiseman, Mark E. Bastin, Charlotte L. Jardine, Gayle Barclay, Iona F. Hamilton,
Cerebral Small Vessel Disease Burden Is Increased in Systemic Lupus Erythematosus
Print ISSN: 0039-2499. Online ISSN: 1524-4628 
Copyright © 2016 American Heart Association, Inc. All rights reserved.
is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231Stroke 
 published online October 4, 2016;Stroke. 
Free via Open Access 
 http://stroke.ahajournals.org/content/early/2016/10/04/STROKEAHA.116.014330
World Wide Web at: 
The online version of this article, along with updated information and services, is located on the
  
 http://stroke.ahajournals.org//subscriptions/
is online at: Stroke  Information about subscribing to Subscriptions:
  
 http://www.lww.com/reprints
 Information about reprints can be found online at: Reprints:
  
document. Permissions and Rights Question and Answer process is available in the
Request Permissions in the middle column of the Web page under Services. Further information about this
Once the online version of the published article for which permission is being requested is located, click 
 can be obtained via RightsLink, a service of the Copyright Clearance Center, not the Editorial Office.Strokein
 Requests for permissions to reproduce figures, tables, or portions of articles originally publishedPermissions:
 by guest on O
ctober 7, 2016
http://stroke.ahajournals.org/
D
ow
nloaded from
 
